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October 19,2005 

To Whom It May Concern: 

The US Department of Health and Human Services, Food and Drug Admi~is~~on (FDA), Ce&er 
for Biologics Evaluation and Research, issued in the Federal Register on Aug. 23, 2005 a D&t 
Guidance entitled ““Guidance for Industry; Gene Therapy Clinical Triajs ‘- Observirig Participants 
for Delayed Adverse Events”. This guidance is intended to represent the FDA’s current thinking 
on this topic. The guidance, white addressed to the sponsors of gene therapy studies, will, non 
the less, be a document of referral for all involved with Gene Therapy Trials, including Institutional 
Review boards (,iRBs, IBGs). Comments on this guidance are being &ccepted through December 
9,2005 

The following comments ‘represent the vjews of Stanford University’s Ir&titutional Biosafety 
Committee (IBC) with regards to the abovementioned Guidance. 

1. Section IV Item C: Vector Integration Potential and reactivation as Risks for Delayed 
Adverse Events 

Biology decrees that most vectors used in Gene Therapy triais, can be categorized 
according to their propensity to integrate into host cell DNA, The ability to integrate and/or 
become reactivated can be used as a matrix that can be tied into requirements for long- 
term follow-up necessity. 

We agree with the logic behind this matrix. However, we believe it vital that all involved 
interpret the matrix equivatently. 

a. We ask that the FDA set parameters on the de~~itj~ns used to discuss 
integration’ potential or reactivation. Examples of these include: 

i. “propensity to integrate or reactivate” 
ii. “low propensity’ . . . 111. “persistent transgene expression” 

2. Section V Item B: Suitabifity of Clinical Trial Populations for long-term Follow-up 
Observations 



The Guidance proposes that long-term follow-up observations on trial participants with 
“‘widespread~ disease, or extensive, exposure to agents wffh ~~te~tia~’ for delayed adverse 
events such as radiation or chemotherapy” may have .limtted scientific vatue. 

a. We ask that the FDA define ‘extensive’, with reference to both qualitative and 
quantitative measures. 

b. The ultimate purpose of long-term follow-up is to ident@ consequences of 
persistent’ biologioal activity foilowing exposure to gene transfer. As such, we 
believe it vitat to oapture adverse events, regardless-of the potential.difficulties of 
causal interpretation. It is understood “that paraliel treatments and disease 
progression will have their own effects on subjects. Thk~purpose of monitoring 
and reporting, is to obtains any and all information that may be important to the 
study; it would, be imposable to make any scientific judgment if the .data is not 
collected. : Due to the often-timited number of Subjects in. Gene Therapy trials, all 
observations must be considered and s~ientific~iy analyzed for cause and effect. 
As such, we request that Section V Item B be removed from the Guidance. 

Thank you for the opportunity to comment on this very important guidanm. If you have any 
questions, please do not hesitate to contact me. 

SincereJy, 

Biosafety Manager 
Stanford University 
esenal@stanford.edu 
650.7251473 


